A previous paper (Marks, 1957) describes work done on a number of substances to ascertain their protective effect on phagocytic cells in tissue culture against injury by silica dust. The most potent of those investigated was 48-80, a drug used in experimental pharmacology to release histamine from mast cells.
Tissue culture offers a convenient means of studying the injury of phagocytic cells by silica dust and their protection by suitable antagonists. In an earlier communication (Marks, 1957) , a number of protective agents investigated in this way were described, of which the most potent was compound 48-80, a drug used in experimental pharmacology to release histamine from mast cells. Compound 48-80 was subsequently shown to protect mice against the fibrogenic action of silica dust (Marks, James, and Morris, 1958) . Only small amounts of this drug are tolerated by man and therefore certain related compounds have been investigated in order to determine whether the properties of histaminerelease and neutralizing action on silica are distinct. The drugs of this series were prepared in the Wellcome Research Laboratories, New York, where their effect on mast cells was assayed by Dr. Stata Norton using her published technique (Norton, 1954) . In addition, the histamine-releasing agent L 1935 (Feldberg and Lecomte, 1955) was examined for protective activity.
A number of drugs unrelated to histamine release were included in the present investigations. Phenazine compounds studied in relation to experimental tuberculosis by Barry, Conalty, and Gaffney (1956) and Barry, Belton, Conalty, Denneny, Edward, O'Sullivan, Twomey, and Winder (1957) were selected because their structure suggested the possibility of protective activity, and, in addition, three chelates of aluminium with dextran, sequestric acid and oxytetracycline respectively were prepared and tested.
Materials and Methods
The effect of silica and its antagonists on phagocytic cells was studied in tissue culture chiefly using the dehydrogenase technique described by Marks and James (1959) The compounds listed below were examined.
The phenazines were prepared for use by dissolving them in hot ethanol at a concentration of 0-1 %. Solution was assisted in several cases by acidification with HCI, but in a number a small proportion of the drug remained insoluble. Shortly before use, 1 in 10 dilutions of the ethanolic solutions were made in 25 % serum-tyrode solution.
The aluminium chelates were prepared by mixing I ml. volumes of 1 % AICl36H2O with 4-8 ml. of 5% clinical dextran, 1 5 ml. of 1 % di-sodium diaminoethane-tetra-acetic acid (sequestric acid), or 2-5 ml. of 01 % oxytetracycline. Each mixture was neutralized with 0-1N NaOH and its volume made up to 10 ml. with isotonic saline. For convenience, drugs were added to the cultures at the same time as the dust in most experiments but in some cells and dust were incubated together for six hours before drugs were added, a period found sufficient to permit phagocytosis. The results in the latter conditions (Table 2) were similar to those in the former, indicating in agreement with previous observations on compound 48-80 (Marks, 1957 ) that protection of the cells from injury by silica dust was not due to interference with phagocytosis. Phenazines.-Of the phenazines examined, only B283, B673, B749, and B778 exhibited appreciable protective activity, the last two being the most effective. A comparison of their effect with that of compound 46-107 and an aluminium complex is recorded in Table 2 . Protection by the phenazines appeared more obvious with the dehydrogenase technique than with the two other methods referred to above. An artefact appeared to be excluded, however, by the observation that phenazines were without effect when added at the same time as tetrazolium to cultures previously incubated with dust.
Results

Compounds
Aluminium Complexes.-The capacity of these compounds to protect cells against silica dusts was very similar to that of inorganic aluminium salts in equivalent concentration. The oxytetracycline complex was the most effective and the sequestric acid complex the least. A comparison made in a representative experiment is recorded in Table 3 . 
